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NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 



Applicant* or agent" s file reference 
ST 01027 



International application No. 
PCT/EP02/11353 



23.10.2003 



IMPORTANT NOTIFICATION 



International filing data fdayAnonttfyear) 
26.09.2002 



Applicant 

AVEIvmS PHARMA S.A. 



Priority date (OayAnontifyear) 
26.09-2001 



1. 



3. 



TTie applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the Intemattonal 
application. 

A copy of the report and its annexes, if any, is being transmitted to the International Bureau for 
communication to all the elected Offices. 

^!Lt^ q /K[Tl b t y 7* ° f thS e,eC ! ed 9"^??' International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 

The appGcant must enter the national phase before each elected Office by performing certain acts (filina 
franslations and paying national fees) within 30 months from the priority date (or later in some Offices) 
(Article 39(1)) (see also the reminder sent by the International Bureau with Form PCT>1R301). ' 

Where a translation of the international application must be furnished to an elected Office, that translation 
must contain a translation of any annexes to the international preliminary examination report It is the 
applicant's responsibility to prepare and furnish such translation directly to each elected Office concerned. 

PCT A^caS? gSw?* applicable twe limits md requirements of the elected Offices, see Volume II of the 

US • aP P l !S n f S S ^ n1 ^ iS w draW ^ *2 ^P 1 ? P 3 ^; wh!cn P rovi 'des that the criteria of novelty, inventive step 
and industrial applicability described in Article 33(2) to (4) merely serve the purposes of international 
preliminary examination and that "any Contracting State may apply additional or different criteria fc? the 
purposes o f deading whether, in that State, the claimed inventions is patentable or not" (see also Article 
27(5)). Such additional criteria may relate, for example, to exemptions from patentability, requirement for 
enabling disclosure, clanty and support for the claims. ^Hernenwwr 



Name and mailing address of the International 
preliminary examining authority: 

European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523$$$ epmu d 
Fax: +49 B9 2399 - 4465 



Authorized Officer 
Ambroa, J.R. 

Tel. +49 89 2399-8012 
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PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicants or agents file reference 
ST 01027 


FOR FURTHER ACTION See Notification of Transmittal of International 

Preliminary Examination Report (Form PCTd PEA/41 6) 


International application No. 
PCT>EP02/113S3 


Internationa! filing date (dayjfnonthyo&r) 
26.09.2002 


Priority data (dayAnonthjyear) 
26.09.2001 


International Patent Classification (IPC) or both national dassffication and IPG ~™ 
A61K31#184 




Applicant 

AVENTIS PHARMA S.A. 





1. 



25hi!^^ * eport ^ S been V™P*** by this International Preliminary Examining 

Authority and is transmitted to the applicant according to Article 36. »»y 



2. This REPORT" consists of a totaJ of 4 sheets, including this cover sheet 

H telfn^ le 'Jt ee ? 0f ^ descri ^. cJaiir^ andVbr drawings which have 

£2 qT^?/* b ?nl ^rl^ report andbr sheets containing rectifications made before this Authority 

(see Rule 70.16 and Section 507 of the Administrative Instructions under the PCT). 

These annexes consist of a totaJ of 3 sheets. 



3. Thfe report contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-estabBshrnent of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 66.2(a)(n) with regard to novelty, inventive step or industrial appilcabrTrtv 
citations and explanations supporting such statement sppiiwwniry; 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



I 


El 


II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Data of submission of the demand 
25.03.2003 


Date of completion of this report 
2a 10-2003 


Name and mailing address of the international — 
preUmlnaryexamfning authority: 

_ European Patenl Office 
jjft D-602SB Munich 

SHf Tel. 449 89 2399 - 0 Tjc 523656 epmu d 
Fax 449 89 2399 -4465 


Authorized Officer 

Ballon, L (f ^\ 

Telephone No. +49 89 2399-7078 ^**m<p^ 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCTiEP02/l 1 353 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the recurving Office m response to an invitation under Article 14 are referred to in this report as 'orhinaHv rTtecr 
and are not annexed to this report since they do not contain amendments (Rules mi6ar^miJ% ^ 

Description, Pages 

1 -1 43 as originally filed 

Claims, Numbers 

1 " 9 received on 15.09.2003 with letter of 1 1 .09.2003 

2. With regard to the language ail the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise Indicated under this rtem 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

D nSl^ZM^^S^^ fumfshed forthe P ur P° ses <* international preliminary examination (under 

3. With regard to any nucleotide andfcr ammo acid sequence disclosed in the international application, the 
international preHmmary examination was carried out on the base of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. y uisciosure 

D Ettog^ recorded in computer readable form is identical to the written sequence 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made since thev have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

j^rep/acemen/ sheet containing such amendments must be referred to under item 1 and annexed to this 

6. Additional observations, if necessary: 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No, PCTEP02/1 1 353 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability- 
citations and explanations supporting such statement «*PPiicaoiiiry, 

1. Statement 



Novelty (N) 


Yes: 


CJaims 


9 




No: 


Claims 


1-8 


Inventive step (IS) 


Yes: 


Claims 


9 




No; 


Claims 


1-8 


Industrial applicability (IA) 


Yes: 


Claims 


1-9 




No: 


Claims 





2. Citations and explanations 
see separate sheet 
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BE JTEM V 

1 Prior art 

D1: WO 0041669 
D2: EP 01 15 039 
D3: DE 2541752 



RECEIVED 

QmtmL FAX CSOTER 

FEB 0 9 2005 



2 Novelty (Article 33(1) and (2) PCT) 

The present compounds overlap with the compounds disclosed in D1 (see claim 1, 
formula I), D2 (see claim 1, formula I) and D3 (see claim 1, formula 1). No technical 
teaching is apparent in the present compounds which would render them novel. 
Accordingly, D1-D3 are prejudicial to the novelty of the present application. 
It is noted that the disclaimer Introduced in the amended set of claims dated 
15.09.2003 does not disclaim the whole overlapping area. Overlap still remains for 
example when A is substituted by aryl and heteroaryj groups (se e D1 , claim 2 and 
description on page 3), when A is substituted hy a tetmflnnr^th^, gmup (see D2, 
claim 1), when A i s substituted by a CF3 group (see D3, claim 1) etc. 

3 Inventive step (Article 33(1) and (3) PCT) 

The technical problem underlying the present application lies in the provision of 
inhibitors of cyclin-dependent kinases (CDKs) useful for the treatment of cancer. D1 
which represents the closest prior art discloses structurally related benzlmldazoles 
(see also item 2). However, said benzlmldazoles were used as vascular damaging 
agents (see page 1 , line 1-3). The skilled person would therefore not have considered 
the present compounds as solution of the above-stated problem. Accordingly, an 
inventive step can be acknowledged for the present subject-matter delimited fromDI- 
D3. 
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10 



15 



CLAIMS 

1 - Compounds of formula (I) 



• wherein A is an aiyl or heteroaryl entity 

• wherein Rj is selected from one or more similar groups selected fom: 

- alkyi, eventually substituted by an alkoxy, heteroalkyl, aryl, acyL acjl 
derivatives, halogen 

-alkoxy eventually substituted by an alkyl, heteroalkyL aryl, 
heteroaryl, alkoxyalkyl, hydroxyalkyl amide or a perfluoroalkoxy 
group or an alkyllhio eventually substituted by an amide or a 
perfhioroalkylthio 

- aryl or heteroaryl eventually substituted by one or more alkyl group, 
alkoxy group, nitro group, cyano group, acyl derivative, 
perfluoroalkoxy group, perfmoroalkyl group, heteroaryl group, aryloxy 
group 

-halogen 

-4NH 2 

- 4NH alkyl or cyeloalkyl eventually substituted whh an an acyl, an 
acylderivanve, an hydroxy, an amino, alkoxy, heterocyclyl or aryl 

20 group 

- 4N imidazolyl 

- 3 SQ2 Me when A is phenyl 

■ wherein R2 k selected from the group consisting of 

- CO-alkyl eventually substituted by amino, acid, acid derivative, 
25 alkoxy, aiyl or OH groups 
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- CO-aralkyi eventually substituted by alkoxy, halogeno, amino, acid or 
acid derivatives 

- COary] eventually substituted 

* CO-aLkoxy eventually substituted by aryl 

5 - CO-amino, CO-NHR 3 , CO-NRjR* wherein R 3 and R« are selected 

independtly from hydrogen, alkyl, hydroxyalkyi, alkoxyalkyl, 
fluoroalkyl, alcynyi, heteroalkyl, alkyJheteroalkyi, aryl, aralkyi or 
together form an alkylen chain including eventually one to 4 
hetero atoms 

10 - aryl or aralkyi eventuaUy substituted by heterocycloalkyl, alkyl, aryl, 

alkoxy, amino, fluroroalkyl, acyl derivatives, halogen 
or a pharmaceutically acceptable salt or a prodrug 

provided that R, cannot be halogen, alkyl or alkoxy when R 2 is -CO-alkoxy. 

2 - Compounds according to claim 1 wherein A is selected from phenyl, 
15 thiophen, isoxazoie, oxazole, pyrazole, farane, pyridine. 

3 - Compounds according to claim 2 wherein A is phenyl. 

4 -Compounds according to claim 1 wherein the aryl, aralkyi, neteroaiyl or 
heteroarylalkyi groups are eventually substituted with one or more s imilar or different 
groups selected from halogen, alkoxy, alkyl, bydroxyalkyi, alkylthio, amino, mono or 
20 dialkylamino, heterocyclylamino, arylamino. heteroarylamino, heteroaryi, nitto, 
heterocycloalkyl, perfluoroalkyl, perfluroroalkoxy, perfluoroalkylthio, acyl derivatives. 

5 - Compounds according to claim 1 wherein the alkyl or alkyiene substitutes 
are substituted with one or more amino, aminoalkyi, ainmoalkylamino, hydroxy, alkoxy, 
hydroxyalkoxy, acyl, acyl derivatives, alkyl, heteroalkyl, arylalkyl, arylamino, aryloxv 

25 or aryl groups. 

6 - Compounds according to claim 1 wherein the alkoxy or alkylthio 
substituents are substituted with one or more amino, acyl, acyl derivatives, alkyl, 
arylalkyl or aryl groups. 
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7 - Compounds according to claim 1 wherein me acyj groups or acyi derivatives 
groups include carboxyiic acids and sulfonic acids or derivatives. 

8 - Compounds according to claim 5 wherein the acid derivatives include alkyl 
esters and carbamoyl esters. 

9 - Use of the compounds of formula G) for treating cancer diseases. 
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